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At the end of 2019, a new coronavirus pneumonia turned into an epidemic in China and then 


spread to other countries around the world. This disease was identified as the COVID-19 (SARS- Tel: +541-356-6138 

CoV-2) disease. SARS-CoV-2 RNA is detected by Reverse-Transcription Polymerase Chain Reaction E-mail: drselin1 6@hotmail.com 
(RT-PCR). A positive test for SARS-CoV-2 may confirm the diagnosis of COVID-19, but the results of Sie OOUD-0002sm20-J509 
false negativity and false positivity can be confusing. This article describes the negative COVID-19 DOI: 10.37871/jbres1141 


RNA RT-PCR test results of four cancer patients with symptoms/clinical findings suggestive of 


COVID-19 and also computed tomography findings consistent with viral pneumonia. Submitted: 15 September 2020 
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At the end of 2019, a new coronavirus pneumonia was identified in Wuhan, 
China. The disease was identified by the World Health Organization (WHO) 2020 as subjects: Medicine 


the COVID-19 (SARS-CoV-2) disease in February [1]. In Turkey, the first COVID-19 
case was reported on March 10, 2020. Topic(s): Oncology, Cancer, Cellular Biology 
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This article describes the negative SARS-CoV-2 RNA Reverse-Transcription 
Polymerase Chain Reaction (RT-PCR) test results of four cancer patients 
with symptoms/clinical findings suggestive of COVID-19 and also Computed 
Tomography (CT) findings consistent with viral pneumonia, between 10 March-14 
May 2020. 


CASE REPORTS 


Patient 1 


* Polymerase chain reaction 
* Chemotherapy 


* Cancer 


64-year-old male patient who applied with dry cough for 8 days, shortness of 
breath and subfebrile fever for the last 2 days. He was followed up for 3 years with 
the diagnosis of gastric adenocarcinoma (Stage 4B). He was receiving folinic acid, 
fluorouracil and irinotecan chemotherapy regimen as the third line chemotherapy 
(last date of chemotherapy was 8 days before the onset of symptoms). The Eastern 
Cooperative Oncology Group (ECOG) performance score was 4. The patient’s 


Respiratory Rate (RR) was 19/minute, arterial Oxygen Saturation (SO,) was 94% 
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without supplementation of oxygen. Renaland liver functions Patient 2 
were normal. Other laboratory parameters are shown in 
table 1. Peripheral multi-focal ground glass opacities were 
detected in both lungs in thorax Computed Tomography 
(CT) (Figure 1A). Influenza and other viral respiratory tests 
were negative. There was no microorganism growth in 
cultures. Oropharyngeal and nasopharyngeal swabs (OS, 
NS) for COVID-19 RT-PCR was repeated 5 times in total, one 
day apart. All were negative. Initially 2x400 mg and at the 
continuation 2x200 mg hydroxychloroquine, prophylactic 
enoxaparin was applied for 5 days. Hydroxychloroquine 
was stopped on the 5th day and the clinical findings of the 
patient regressed on the 8th day. 


28-year-old male patient who applied with 11 weight 
loss in 10 days, sore throat, dry cough for 4 days and 39.6 
degrees of fever for the last two days. He was followed 
up for 4 months with the diagnosis of testicular mix 
germ cell tumor (stage 2A). He was receiving bleomycin, 
etoposide, cisplatin chemotherapy regimen as the first 
line chemotherapy (last date of chemotherapy was 10 days 
before the onset of symptoms). The ECOG performance 
score was 2. The patient’s RR was 26/minute, SO, was 95% 
with oxygen support of 4 liters/minute. Renal and liver 
functions were normal. Other laboratory parameters are 
shown in table1. He was febrile neutropenic. A consolidation 

































































Table 1: Laboratory findings of patients. 
First laboratory values Normal range Patient - 1 Patient - 2 Patient - 3 Patient - 4 
Leukocyte x10°%/L 3.90 - 10.20 8.19 0.65 7.08 8.86 
Lymphocyte x10°9/L 1.10 - 4.50 0.36 0.43 0.79 1.07 
Neutrophil x10°/L 1.50 - 7.70 7.40 0.10 5.41 7.48 
CRP g/L 0- 0.005 0.117 0.068 0.339 0.480 
(on the 5th iis ie treatment) uae ne mee pete 
Procalcitonin mcg/L <0.16 0.10 0.15 1.24 0.36 
(on ene ee ee vue mee ee 
AST U/L 235 11 19 20 32 
ALT U/L <50 9 21 39 48 
LDH U/L 120-246 283 605 422 765 
D-dimer mg/dl <0.55 4.96 2.00 7.56 6.52 
Ferritin mceg/L 22-322 2003 156 7103 3258 
CRP: C-Reactive Protein; AST: Aspartate Aminotransferase; ALT: Alanine Aminotransferase; LDH: Lactate Dehydrogenase 





| iT vn Mh 


' i iW Wii 
an NAN 
ANAM 
1 iN 


™ Frit, os us 
ieee A 





Figure 1 Thorax CT axial sections of patients. 
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area containing ground-glass opacity was detected around 
the posterobasal segment of left lower lobe (Figure 1B). 
Influenza and other viral respiratory tests were negative. 
There was no microorganism growth in cultures. OPS and 
NPS for COVID-19 RT-PCR was repeated 5 times in total, 
one day apart. All were negative. Empirically piperacillin 
tazobactam, filgrastim (treatment protocol of febrile 
neutropenia) and hydroxychloroquine (initially 2x400 mg 
and at the continuation 2x200 mg), prophylactic enoxaparin 
was started. Hydroxychloroquine treatment was stopped on 
the 5th day When the patient’s clinical, laboratory and CT 
findings regressed, antibiotherapy was stopped on the 10th 
day. 


Patient 3 


58-year-old female patient who applied with dry cough 
for 6 days and 38.6 degrees of fever for the last one day. She 
was followed up for 7 years with the diagnosis of ovarian 
serous carcinoma (Stage 4B). She was receiving carboplatin 
chemotherapy regimen as the fifth line of chemotherapy 
(last date of chemotherapy was 7 days before the onset of 
symptoms). ECOG performance score was 2. The patient’s 
RR was 24/minute. SO, was 92% with oxygen support of 4 
liters/minute. Other laboratory parameters are shown in 
table 1. Peripheral multi-focal ground glass opacities were 
detected in thorax CT in both lungs (Figure 1C). Influenza 
and other viral respiratory tests were negative. There was 
no microorganism growth in cultures. OPS and NPS for 
COVID-19 RT-PCR was repeated 5 times in total, one day 
apart. All were negative. Empirically piperacillin tazobactam 
and hydroxychloroquine (initially 2x400 mg and at the 
continuation 2x200 mg), prophylactic enoxaparin was 
started. Hydroxychloroquine treatment was stopped on 
the 5th day. When the patient’s clinical, laboratory and CT 
findings regressed, antibiotherapy was stopped on the 10th 
day. 


Patient 4 


74-year-old female patient who applied with fatigue, 
loss of appetite for 10 days, dry cough for 5 days and 39.8 
degrees of fever for the last two days. She was followed up 
for 3 months with the diagnosis of lung adenocarcinoma 
(Stage 4B). She was receiving paclitaxel carboplatin 
chemotherapy regimen as the first line of chemotherapy 
(last date of chemotherapy was 12 days before the onset 
of symptoms). The ECOG performance score was 3. Liver 
functions was normal and creatinine was 1.39 mg/dl. The 
creatinine value was normal 15 days ago. Other laboratory 
parameters are shown in table 1. Peripheral multi-focal 
ground glass opacities, pleural effusion on the left side were 
detected in thorax CT in both lungs (Figure 1D). Influenza 
and other viral respiratory tests were negative. There was no 
microorganism growth in cultures. Empirically meropenem 
and hydroxychloroquine (initially 2x400 mg and at the 


continuation 2x200 mg), prophylactic enoxaparin was 
started. Prophylactic enoxaparin was added. OPS and NPS 
RT-PCR was repeated 3 times in total, one day apart. All were 
negative. Teicoplanin was added on the 3rd day of treatment 
since the fever continued. The patient was intubated on 
the 6th day of treatment due to the suddenly developing of 
hypoxemia and hypercarbia; and one hour later the patient 
died. Therefore, RT-PCR test could not be performed in 
tracheal aspirate. 


DISCUSSION 


Signs and symptoms of SARS-CoV-2 can be summarized 
as fever and/or new cough, shortness of breath, sore 
throat, muscle aches, rhinorrhea/nasal congestion, and 
anosmia [2]. Chest CT in patients with COVID-19 commonly 
demonstrates ground-glass opacities with bilateral, 
peripheral, and lower lung zone distributions and with a 
peak in severity at 10 to 12 days after symptom onset [3]. In 
a retrospective study with 610 patients who were considered 
COVID-19 pneumonia with clinical and CT findings, the first 
COVID-19 RT-PCR positivity (PS) rate was found 27.5% 
[2]. When the second test was performed on these patients, 
12.5% positivity was detected [2]. Positivity was observed in 
the third test in 7 patients, in the fourth test in 4 patients 
and in the fifth test in 1 patient. Test results of patients who 
were positive were found to be negative within a few days 
[2]. Pharyngeal viral load insufficiency, sampling errors, 
problems during laboratory and transportation may cause 
this situation [4]. Upper respiratory tract samples may have 
lower viral loads and lower respiratory tract samples may be 
more likely to detect viral positivity. In a study of patients 
with COVID-19, the highest rates of positive viral RNA tests 
were reported from bronchoalveolar lavage (95%) and 
sputum (72%), compared with OPS (32%) [3]. In these cases, 
WHO recommends testing lower respiratory tract samples, if 
it is possible [6]. Since the number of patients intubated due 
to pneumonia is lower than those not intubated [7], in non- 
intubated patients, the lack of bronchoalveolar lavage due to 
its impracticalness may make it difficult to detect COVID-19. 
There may be false negativity in PCR due to loss of DNA or 
RNA in relation to degradation [8]. In a study examining the 
relationship between chemotherapy and RNA degradation in 
cancer patients, fragmented RNA was detected due to RNA 
degradation 8-18 weeks after cytotoxic chemotherapy [9]. 
The fact that our patients were receiving chemotherapy due 
to cancer treatment may have caused RNA degradation and 
caused PCR false negativity. 


CONCLUSION 


COVID-19 has become a pandemic outbreak in the world 
and concerns all segments of the societies. So new studies on 
this subject are needed to reduce COVID-19 uncertainty and 
illuminate confusing questions. 
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